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1. With regard to the elements of (he international application: * 
| x | the international application as originally filed 
p^l the description: 



1-137 , as originally filed 

NONE , filed with the demand 

NONE f filed with the letter of 

138-146 t as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages 

pages 



r— WL- Page 3V-*»" l 

pages 

pages 

| x| the claims: 
pages 



NONE _ , filed with the demand 

NONE t filed with the letter of 

1-19 __ , as originally filed 

pages NONE , filed with the demand 

pages 



| x| the drawings: 
pages 



NONE t filed with the letter of . 



j x| the sequence listing part of the description: 

pages NONE , as originally filed 

pages ' NONE , filed with the demand 

pages NONE , filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 553). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

□ The statement mat the information recorded in computer readable form is identical *o the writen sequence listing has 
been furnished 

4 | x| The amendments have resulted in the cancellation of: 

[_0 the description, pages NONE 

DD the claims. Nos. NONE 



l~xl the drawings, sheets/fig NONE 



5. |X | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17): 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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IV. Lack of unity of invention 



1 . In response to the invitation to restrict or pay additional fees the applicant has: 
| | restricted the claims. 
| x| paid additional fees. 
| | paid additional fees under protest. 
[ | neither restricted nor paid additional fees. 

2. I — I This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 
' — ' not to invite the applicant to restrict or pay additional fees. 



68.1, 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
| j complied with 

| x | not complied with for the following i 



; reasons: 



4. Consequently, the following parts of the international application were the subject of international prelirninary exarnination 
in establishing this report: 

| x| all parts. 

| | the parts relating to claims Nos. 
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V. 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 




citations and explanations supporting such statement 




1. 


statement 






Nov? Ity (W) Claims 1-10 AND 16-26 


YES 




Claims 11-15 


^ ~~ '* NO 




Tnv«ntivo <itf>n fT5Tl Claims 1-10 AND 16-26 


YES 




Claims 11-15 


NO 




Industrial Applicability (IA) Claims t™. 


YES 




Claims NONE 


NO 


2. 


citations and explanations (Rule 70.7) 






Claims 11-15 lack novelty under PCT Article 33(2) as being anticipated by A-vaya et al. 




Awaya discloses morphan derivatives. The compounds no. 1, 3a and 3b on page 536 of Awaya anticipate the instant claims and 




therefore, are dtrimental to the novelty of the instant claims. 






Claims 11-15 lack an inventive step under PCT Article 33(3) as being obvious over Awaya et al. 




Awaya discloses morphan derivatives. The compounds 1, 3a and 3b of Awaya anticipate the instant claims and therefore, are 




detrimental to the inventive step of the instant claims. 






Claims 1-26 meet the criteria set out in PCT Article 33(4) for industrial applicapabiltty. 




NEW CITATIONS 






AWAYA, H. et al. Racemic and optically active 2,9-dimethyl-5-( m-hydroxyphenyl ) morphan s and pharmacological 




comparison with the 9-demcthyl homologues. J. Med. Chcm. 1984. Vol. 27. pages 536-539. sec compounds 1. 3a, 3b on page 




536. 
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Date of written disclosure 

Kind of non-written disclosure Date of non-written disclosure referring to non-written disclosure 

(dny/nionth/year) (day/montMyear) 
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(To be used when t he space in any of the preceding boxes is not sufficient) 

Continuation of: Boxes I - VIII Sheet 10 



CLASSIFICATION?-^"" — - 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): A61K 31/435 ; C07D 211/14, 211/56, 22/02, 221/06 and US CI.: 514/290, 299, 329, 331; 546/101, 112, 222, 224, 
234 



I. BASIS OF REPORT: 

5. (Some) amendments are considered to go beyond the disclosure as filed: 
NONE 
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IPC(6) :A6IK 31/435; C07D 211/14. 211/56, 221/02, 221/06 

US CL ;5 14/290. 299. 329, 331 ; 546/101. 112, 223. 224, 234 
According to International Patent Classification (IPC) or to both national classification and IP.C, 



R FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/290, 299, 329, 331 ; 546/101. 112, 223, 224. 234 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
APS. CAS ONLINE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X,P 



X,P 



THOMAS, J.B. et al. Identification of an opioid k receptor 
subtype-selective N-substituent for (+)-(3R,4R)-dimethy)-4- (3- 
hydroxyphenyl) piperidine. J -Med. Chem. December 1998, Volume 
41, Number 26, pages 5188-5197, especially compounds in scheme 
1 on page 5189. 

THOMAS, J.B. et al. N-substituted octahydro-4a-(3-hydroxy 
phenyl )-10a-methyl-benzo[g]isoquini lines are opioid receptor pure 
antagonists. Bioorg. & Med. Chem. Lett. December 1998, Volume 
8, pages 3149-3152, especially compound 4 on pages 3149 and 
3150. 



1-5, 23 



6-8, 10, 24 



[ x| Further documents arc listed in the continuation of Box C. | | See patent family annex. 



• Special categoric* of cited documenu: 

'A* document defining the general Hale of (he art which is not considered 

to be of particular relevance 

earlier document published on or after the international Tiling date 

'L* document which may throw doubts on priority claim(i) or which is 

cited to establish the publication date of another citation or other 
special reason (as specified) 

'O* document referring to an oral disclosure, use. exhibition or other 

means 

•p- document published prior to the intcrruuonal filing date but later than 

the priority date claimed 



*T" later document published after the international filing dale or priority 

dale and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

coniidcred novel or cannot be considered to involve an inventive step 
when the document is taken alone 

*Y" document of particular relevance: the claimed invention cannot be 

considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious lo a person skilled in the art 

*A* document member of the same patent family 



Date of the actual completion of the international search 
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Date of mailing of the international search report 



09 JUL 1999 
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Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



AWAYA, H. et al. Racemic and optically active 2,9-dimethyl-5- 
(m-hydroxyphenyl)morphans and pharmacological comparison with 
the 9-demethyl homologues. J.Med. Chem. 1984, Volume 27, 
Number 4, pages 536-539, especially compound 3 on page 536. 

WO 98/28270 Al (ASTRA PHARMA INC.) 02 July 1998, 
examples 2, 5, 9 and 10. 



11-15, 25 



17-22, 26 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international report has not been established in respect of certain claims under Article 17<2*» for the following reasons: 



□ 



Claims Nos.: . . 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. 



□ because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out. specifically: 



3 * ^ b^s^ey are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box 



II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Extra Sheet. 



0 



As all requ 
claims. 



ired additional search fees were timely paid by the applicant, this international search report covers all searchable 



2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3 . n As on 'y somc ° r 0,6 rc< » uired additional scarch fccs werc timcly paid by thc applicant - this intemational search rc P° rt covcrs 

1 ' ontv those claims for which fees were paid, specifically claims Nos.: 



4 ["I No required additional search fees were timely paid by the applicant. Consequently, this international search report i 
1 1 restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional scarch fees were accompanied by the applicant's protest. 

| | No protest accompanied thc payment of additional search fccs. 
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions as follows: 

This application contains the following inventions or groups of inventions which are not so linked as to form a single 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees 
must be paid. 

I. Claims 1-5 and 23, directed to compounds of formula (I) and a method of using them, classified in class 546, 
subclass 229+. 

II. Claims 6-10 and 24, directed to compounds of formula (II) and a method of using them, classified in class 546, 
subclass 79+. 

III. Claims 11-16 and 25, directed to compounds of formula (III) and a method of using them, classified in class 546, 
subclass 1 12+. 



IV. Claims 17-22 and 26, directed to compounds of formula (IV) and a method of using them, classified in class 546. 
subclass 192+. 



The inventions listed as Groups I, II, III and IV do not relate to a single inventive concept under PCT Rule 13.1 
because, under PCT Rule 13.2, they lack the same or corresponding special technical features for the following reasons: 

There is no common core which in the Markush Practice, is a significant structural element shared by all of the 
alternatives ; see PCT Administrative Instructions Annex B Part I (0 0) (B) (I). 
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